854

conceaentration

amount

Cugl

20 43 6@ 88 [hl

amount cum.
35 Cng/ml1 35 Cugl 35
30 30 30
25 25 25
20 20 20
1s 1S 15
10 18 10
5 5 s
. . —, -,
20 40 60 88 Chl 20 40 60 80 Chl
Figure No.: 44
Renal elimination of Triclosan - sulphate following p.o.

administration of 1 mg Triclosan, single dose,

Sub jJact No.

i356 = 9



& kY

&

Rernzl elimination

SubdJdect No.! 1399

Elimination of Triclosan - sulshate

Nlose sdministered:

time
Lhl

4.00

8.00
12,00
24,00
28.00
32.00
36.00
48.00
52.00
56.00
60.00
72.00
76.00

volume
Cml3

165
545
350
1670
255
745
630
1620
303
335
620
1260
4560

10

1 mg Triclosan:s

concentr.

Cng/mll

31.500

4,940
4,310
1,160
4,540
1.920
1.340
1.170
1.080
1,630
4,110
0.000

10.450

data 12 from 1 to 12

T

hel(ren)
Td(rer)
ut 76
Ut 765

AUC
MTauc
ARC
MTabc

nunun

0.98153
~0.0206
33,5728

24.8%4

2.489

1084, 44
45.69
807.30
27.67

TARLE NO.: 45
12-20-89 ke

i/h
h
usg

amount

Lugl

S.198
2.6%92
1.509
1.937
1.1S8
1.430
0.844
1.895
0.329

546
2.548
0,000
4,807

7% of dose administered

ugkhs
h
ugXh
f

CUMe

P.0.r sindle dose

Cugld

5.198

7.8%90

?.398
11.336
12.493
13.924
14,768
16,6463
16.993
17.53¢9
20.087
20.087
24,894

Aresz Under cum.amount Curve

Arez Between cum.amount and cum.am.

302

amount

Curve



eoe

024

concentration amount cum. amount
35 Cng/ml] 35 | fugl 35 Lugl
30 30 30
25 25 25
20 20 20
15 15 15
11%] fte | 18
5 NSV A
28 40 62 80 [hl 20 490 60 8@ (Chl 20 40 60 80 [hl
Figure No.: 45
Ranal elimination of Triclosan ~ sulphate following p.o.
administration of | mg Triclosan, single dose.
Subjaect No. : 1399 = 10



Rermal elimination

SubJect No.! 624 = 11
Elimination of Triclosan ~ sulrhate

Dose administered: 1 mg Triclosany P.0.r sindle dose

time volume concentr. amount cum. amounrt
Chl Emll Crmg/mll Cugl Cugl
4,00 S40 14.87¢0 8.030 8.030
8.00 840 37.290 31.324 39.353
12.00 400 62,900 25.1460 64,513
24,00 1220 8,730 10,651 75.1464
28,00 175 4,760 0.833 75.997
32.00 610 0.900 0.549 76,546
36.00 550 1.930 1.062 77 4607
48.00 1220 0.080 0.098 77.705
52.00 270 6.270 1.693 79.398

data 8 from 1 to 8

r = 0.9511

ke(rend= ~0.0899 1/h

Td(ren)= 7.7072 h

U¢ S52) = 79.398 ug

U¢ 52) = 7:.940 X of dose administered

AUC = 3318.42 wugxhi Arez Under cum.amount Curve

MTauc = 30,23 h

ARC = 810.28 wdXhi Arez Between cum.amount and cum.am. Curve
MTabe = 8.66 h

TABLE NOD.:! 46
12-20-89 ke

761

304



soe

9L

amount

concentration amount cum,
e = [nhg/ml] 100 Cugl 199 Lugl
80 80 80
60 69 60
40 40 40
20 20 20
20 40 62 80 [h] 20 40 60 8@ [h] 20 420 69 80 Chl
Figure No.: 46
Ranal elimination of Triclosan - sulphate following p.o.

administration of 1 mg Triclosan, single dose.
: 624

Sub Ject No.

11



Rernal elimination

SubJect No.! 639 = 12

&W’\
‘ Elimination of Triclosan — sulrhate
Doce administered! 1 mg Triclosanrs P.0+.r sindle dose
time volume concentr., amount cum. amount
Chl Emll Cng/mll Cu=l Cugl
4,00 340 6,380 2.16% 2.149
8.00 320 45,080 14,426 16.595
12.00 200 136.340 27.268 43,863
24,00 750 57270 42,953 86.815
28.00 400 12.870 S5.148 91.963
32.00 290 8.920 2,587 24,550
36.00 200 3.240 0.648 ?5.198
48.00 780 2.790 2,176 97.374
52.00 240 2.030 0,487 97.861
56.00 300 2.270 0.681 ?8.542
60,00 280 10.810 3.027 101.869
72,00 690 0.8%90 0.614 102,183
76.00 240 6,360 1.506 103.710
80.00 170 5.350 0.%1¢ 104,619
84.00 260 é.840 1,778 106.398
p data 14 from 1 to 14
r = 0.9680
ke(ren)= -0.0473 1/h
Td(ren)= 14.6525 h
Ut 84) = 106,398 wudg
Ut 84) = 10,640 % of dose administered
AUC = 4868.86 ugkhi Arez Under cum.smount Curve
MTaue = 49,54 h :
ARC = 2068.94 wugXhi Area Between cum.smourt and cum.am. Curve
MTsbe = 16.95 h
TARLE NO.: 47
12-20-89 ke

763

306
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concentration

160
125
100
75
50

25

Cng/ml] 150 158
125 125
100 108
75 75
50 50
25 | 25
20 42 66 80 C[hil 20 40 68 80 C[hl
Figure No.: 47
Renal elimination of Triclosan - sulphate following p.o.

administration of 1 mg Triclosan, single dose.

Subjact No. : 639 = 12

amount

cum,

20 40 60 8@ [([hl]



Reral elimination

SubJdect No.! 766 = 13
Elimination of Triclosan - sulrphate

Ilose administered?! 1 mg Triclosany P.0O.¢s sindgle dose

time volume concentr. amourt cum. amount

Chl [mll Chet/mld Lugl Lugl
4.00 740 1.000 0.740 0.740
8.00 480 34,530 16.574 17.314
12,00 300 6.900 2,070 19.384
24,00 1780 12.070 21.485 40.869
28.00 710 2,290 1,626 42,495
32.00 400 17.000 6.800 49,295
36,00 750 1,350 1.013 S0.307
48.00 1610 0.660 1.063 51.370
S2.00 110 0,920 0.101 91.471

56.00 290 2.230 0.647 52.118

data @ from 1 to 9

r = 0.98%56

ke(ren)= -0.0974 1/h

Tdl(ren)= 7.1178 h

U( 56) = 52,118 ud

Ut 56) = 5.212 7 of dose sdministered

AUC = 2044.94 wugkXhi Ares Under cum.amount Curve

MTauc = 34.95 h .
ARC = 873.66 ugXhi Ares Between cum.amount and cum.am. Curve
MTabe = 11,72 h

TABLE NO.?: 48
12-20-89 ke

765

308



60e

99Z.j

concentration

60

50

40

30

28

117

Cng/ml]

20 40 60 80

Figure No.:

48

amount cum.
60 Lug] 60
50 59
40 40
30 1%
20 20
10 10
éh] 28 40 éa 88 [hl

amount

Cugl

20 40 60 88 [h1l

Rena!l elimination of Triclosan ~ sulphate following p.o.
administration of 1 mg Triclosan, single dose.

SubJect No.

: 766

=

13



Rermal elimination

Subdect No.! 948 = 14
Elimination of Triclosan - sulshate

Dose administered! 1 mg Triclosany r.0.y sindle dose

time volume concentr. amount cum. amount
Chl Cml] Crng/mll Cu=l Cugl
4,00 400 95.770 22,308 22,308
8.00 350 37370 13.080 35.388
12.00 400 7.150 2.860 38.248
24,00 1000 0.180 0.180 38.428
28.00 54 18,580 1.003 39.431
32,00 4460 3.010 1.385 40,815
36.00 1270 3.680 4.674 45,489
48,00 1850 0,640 0.992 46,481
52.00 ?0 0,390 0.035 446,516
56.00 240 0.890 0.214 46 .730
60.00 970 0.000 0.000 46.730
72.00 1630 0.000 0,000 46.730
746.00 540 1.350 0.729 47,459
80.00 190 S5.610 1.066 48,5235

data 13 from 1 to 13

r = 0.9551

be(renl)= -0.0408 1/h

Td(ren)= 16,9852 h

U 80) = 48.525 ug

U¢ 80) = 4,832 % of dose administered

AUC = J3308,47 udxkhi Arez Under cum.zamount Curve

MTauc = 43,72 h

ARC = 973,30 wusgkhi Area Between cum.amount and cum.am. Curve
MTsbe = 18.352 h

TABLE ND.: 49
12-20-89 ke

767

310



11€

891

concentration

60

50

40

30

20

1o

Lng/ml]

/

amount cum.
60 Lugl 60
50 50
49 40
30 30
29 29
10 19
s o .

Chl

amount

Cugl

20 40 60 88 C[h1]

20 40 60 84 20 48 69 80 L[h1l
Figure No.: 49
Renal elimination of Triclosan ~ sulphate following p.o.
administration of 1 mg Triclosan, single dose.
Subject No. : 948 = 14



Rernal eliminmation

SubJect No.! 1131 = 15
Elimination of Triclosan - sulrhate

lose administered: 1 mg Triclosany FP.0.r single dose

time volume concentr., amount cum. amount
Lhl Cml3 Chmg/mll Lugld Cugl
4,00 120 144,870 17.384 17.384
8.00 390 15.340 5.983 23.367
12.00 310 564690 17.574 40.941
24,00 540 26,710 14.423 55.364
28.00 235 2,000 0.470 S5.834
32,00 800 8.780 7.024 62,8358
36.00 420 0.740 0.311 63,169
48,00 660 0.100 0.066 63,235
52.00 170 1,140 0.194 63.429
56.00 280 0.590 0.165 63.594
460,00 760 0.000 0.000 63.5%94
72,00 700 0,000 0.000 63.594
76.00 90 3.080 0.277 63,871
80.00 210 3.600 0.756 é64.,627

data 13 from 1 to 13

r = 0.9222

be(ren)= -0.059% 1/h

Td(ren)= 11.6478 h

U¢ 80) = 64,627 uyg

Uu¢ 80) = é6.463 7% of dose administered

AUC = 4329.,79 ugXhs Ares Under cum.amount Curve

MTaue = 45.32 h

ARC = 840,40 ugxXhi Ares Between cum.smount and cum.am. Curve
MTabe = 12,59 h

TABRLE NO.! 50
12-20-89 ke

769

312
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0LL

concentration amount cum. amount
150 [ng/mi] 158 Cugl 150 Cugl
125 125 125
100 100 188
75 | 75 75
50 58 50
25 25 25
——t e — e
20 42 60 88 (hl 28 490 60 80 [hl 26 43 69 86 [hl
Figure No.: §0
Ranal elimination of Triclosan - sulphate follouwing p.o.

administration of 1 mg Triclosan, single dose,
SubjJact No. : 1131 = {§



:A‘M\

Renal elimination

cum.amount and cum.am.

CLUM e

sindgle dose

Lu=gl

32,865

40,307
199,118
206,272
206,608
206.802
207.395
208.037
208.718
209.136
209,136
209,136
209,673

SubJect No.: 1147 146

Elimination of Triclosan -~ sulrhate

llose administered?! 1 mg Triclosany POy

time volume concentr. amount
Ehl Cml3d Crng/mll Lugld
4,00 1010 32,540 32.865
8.00 790 ?.420 7442
12.00 630 252.080 i58.810
24.00 1660 4,310 741535
28.00 400 0.840 0.336
32,00 25 0.210 0.194
36,00 570 1.040 0.593
48.00 14690 0.380 0.642
82.00 120 S.670 0,680
56.00 340 1,230 0.418
60,00 290 0.000 0.000
72.00 1860 0.000 0.000
76.00 ?0 5.970 0.537
data 12 from 1 to 12

r = 0.9070

kel(renl)= -0,0830 1i/h

Te(ren)= 8.3%10 h

U 763 = 209.673 ud

Uu( 76 = 20.967 Z of dose administered

AUC = 13949.85 ugkh? Area Urnder cum.zmount Curve
MTauc = 42.44 bh

AEC = 1985.32 ugXhi Aresz Eetween

MTabe = é&.81 h

TABLE ND.! 51

12-20-89 ke

amount

Curve

771
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concentration amount
300 Cng/ml] 300 Cugl
250 250

200 200

150 150

100 100

Y% Y%

20 40 60 806 [hl

Figure No.: 51

PPN

cum.

308

2509

200

150

180

50

20 40 68 82 L[h]

amount

Cugl

e

20 48 60 88 C(hl

Raenal elimination of Triclosan — sulphate following p.o.

administration of | mg Triclosan, single dose.

Subjaect No. : 1147 = 16



Renal elimination

Subdect No

*
*

1161

17

Elimination of Triclosam - sulrhate

Ilose administered!?

time
Chl

4,00

8.00
12.00
24,00
28,00
32.00
36.00
48,00
52,00
56.00

volume

Cml

380
310
300
450
160

?0
480
310
160
170

dataz 9 from 1

r
kel(ren)
Td{ren)
uc Sé6»
uc §6»

AUC
MTauc
ARC
MTabe

TABLE NO.?

¢]
-0
4

]

to ¢

+ 2887
+1512

+ S840

74.489

7

339
3
78

[
S2

12-20-89 ke

+449

1,31
2.47
0.07
B.56

1 mg Triclosans .04

1
h

/n

us

conceritr.
Cnsg/ml]

S52.050
27 .040
?1.740
28.060
21.030
2,330
4,230
1,590
0,250

0.240

amount
Cudg]

19.779
8.382
27.522
12,627
3,365
0.210
2,030
0.4%93
0.040
0.041

% of dose administered

cume.

sindle dose

Lugl

19.779
28.161
55.683
68,310
71.675
71.885
73,915
74.408
74.448
74.489

ugkhi Ares Under cum.amount Curve

h

ug¥hi Ares Between

h

cum.amount and cum.am.

316

amount

Curve

773
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Ll

administration of | mg Triclosan, single dose.
1161 = {7

Sub Ject No.

concentrat lon amount cum, amount
100 { Cng/mi] {00 [ Lugl 1080 [ugl
80 82 80
60 69 60
40 40 40
20 20 20
26 49 60 80 [h] 20 40 60 80 (Chl 20 428 6@ 86 Chl
Figure No.: 5§52
Renal elimination of Triclosan ~ eulphate following p.o.



Renal elimination

SubJect No.! 1239 = 18
Elimimnation of Triclosan - sulrhate

Dose administered! 1 mg Triclosany F.0.r sindle dose

time volume corncentr., amount cum. amount
Chl Lmll Cnd/mll Cugl Lugl
4,00 400 6.120 2+,448 2.448
8,00 320 34.500 11.040 13,488
12.00 330 124,240 40,999 $4.487
24,00 840 31.310 26,300 80.788
28.00 420 . 6.9210 2.902 83.690
32.00 340 1.870 0.534 84.224
36.00 260 13,090 3.403 87.627
48.00 440 0,730 0.321 87.948
52.00 230 2,110 0,485 88.433
56,00 190 0.120 0.023 88,456
60,00 240 2.760 0.662 89.119
2.00 1110 0.000 0.000 89.119
76,00 150 3.630 0.548 89.663
80.00 220 1,420 0.312 89.976
84.00 340 0.000 0.000 87.976
?6.00 S20 6.050 3.144 93.122

data 15 from 1 to 15

r = 0.9013

ke(ren)= -0.0383 1/h

Td{rern)= 18.1008 h

U 96) = 93.122 udg

U( 96) = 9.312 7% of dose sdministered

AUC = 7352.7% udXh? Ares Under cum.amournt Curve

MTauc = S4.67 h

ARC = 1586.93 wudgXxh’ Arez Between cum.amount and cum.am. Curve
MTabe = 17.10 h

TARLE NO.: 53
12-20-89 hke

775

318
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9LL

concentration

150
125
100
75
50

25

Cng/mil

omount . cum,
150 Cugl 150
125 125
100 100
75 75
50 50
25 | 25

20 40 68 80 ([hl]

Figure No.:

53

20 40 60 80 (hl

amount

Lugl

20 40 60 82 C[hl

Renal elimination of Triclosan -~ sulphate following p.o.
administration of 1 mg Triclosan, single dose.

Sub Jact No.

1239 = 18



Renal elimination

SubJect No.?! 1306 = 19
Elimination of Triclosan - sulrhate

Ilose sdministered: 1 mg Tricleosanr r.0.y sindgle dose

time volume concentr. smount cum. amount
Ehl Lmll Lng/mlld Lugl fugl
4,00 840 30.930 25.981 25.981
8.00 4460 24,800 11.408 37.389
12,00 290 118,890 34,478 71.867
24.00 790 11,910 ?.409 81,276
28.00 235 1.370 0.322 81.598
32.00 745 3.690 2.749 84,347
36.00 810 0.000 0.000 84,347
48,00 2140 0.000 0.000 84.347
S2.00 410 2.350 0.964 85.311
56.00 540 0.070 0.038 85.348
60.00 740 4,860 3.596 88.945

datz 10 from 1 to 10

T = 0.9102

ke(ren)= -0,05286 1/h

Td(ren)= 13,1711 h

Ul 60y = 88.949 ug

Ue &0) = 8.894 ¥ of dose administered

AUC = A352.49 ug¥h’ Aresa Under cum.amount Curve

MTaue = 33.96 h

ARC = 984,20 ugXhj Ares Between cum.smournt and cum.am. Curve
MTabe = 12.47 h

TABLE NO.! 54
12-20-89 he

777
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8LL

concentration amount cum. amount
125 Cng/ml] 125 Lugl 125 Cug]
100 {00 100
75 75 75
50 58 50
25 25 25
AL . a2 . . . “ .
286 42 66 86 Chl 20 48 60 88 [h1l 280 40 60 80 L[hl
Figure No.: 54
Rena! elimination of Triclosan - sulphate following p.o.

administration of {1 mg Triclosan, single dose.

Sub jJact No.

1306 = 19



Rergl elimination

= Subdect No.! 547 = 1
Elimination of Total Triclosan

Dose administered! 15 mg Triclosans P.0.r multirle doser steadu state.

time volume concentr. amount cum.s amount
Chl ftmld Cug/mll Cmsl Emgl
4,00 105 29.850 3.134 3.134
8,00 410 12,600 S.166 8.300
12,00 390 7.720 3.011 11.311
24,00 720 5,020 3.614 14,925
28.00 i20 2.880 0.346 15.271
32,00 255 1.810 0.462 15,733
36,00 270 1.9220 0.518 16.2591
48,00 1010 0.860 0.869 17.120
52.00 90 1.220 0.110 17.229
56.00 350 0.8350 0.298 17.527
60.00 260 0.640 0.166 17,693
72.00 600 0.430 0.258 17.951
76.00 150 0.360 0,054 18,005
80.00 320 0,530 0.170 18,175
84,00 280 0.110 0.031 18.206
26,00 520 0.0%90 0.047 18,283
100.00 1460 0.240 0,038 18.291
WMM104.00 260 0.060 0.016 18,307
108,00 290 0.030 0.00% 18.315
120.00 1000 0.010 0,010 18,325

dats 19 from 1 to 19

™ = 009861

ke(ren)= -0.0623 1/h

Td(ren)= 11,1346 h

Uci120) = 18.325 me

UC120) = 122,148 7% of dose administered

AUC = 1910.04 mgXhi Ares Urder cum.amount Curve

MTaue = 66.45 h

ARC = 288.98 mgxhi Ares Retween cum.amount and cum.sm. Curve
MTabe = 17.35 h ’

TABLE NO.?! S5
12-20~-89 ke

779

322
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35
30
25
208
1S5
10
5

concentration amount cum.

Cug/ml] 35 [mgl 35
s 30 30
25 25
| 20 29
{s 15
10 19

5 5

30 60 8@ {20 [h1 30 €60 90 1208 Ch]

Figure No.: 55

. o

Rena! elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Sub Jact No.

: 547 = |

amount

Lmgl

30 60 92 128 [h1]



Reral elimination

#™ GQubdect No.?! 591 = 2
Elimirmation of Total Triclosan

Dose administered: 15 mg Triclosans r.o.r multirle doser steadu state.

time volume concentr. amount cum. amount
Chi Emll Cug/mll Cmetd Cmgl
4,00 160 21.440 3.430 3.430
8.00 220 30.870 6.791 10.222
2.00 620 4,430 2.747 2.968
24.00 1130 3.650 4,125 17.093
28.00 70 8.220 0,575 17.668
32.00 145 4,230 0.613 18.282
36,00 280 1.890 0,529 ig.Bii
48,00 1670 0.250 0.418 19,228
S52.00 90 1.480 0,133 19.362
956.00 210 0.830 0.174 19.536
60,00 820 0,060 0.049 19.585
72.00 240 0.070 C.066 19.651
76,00 80 0.5%50 0.044 19,695
80.00 110 0.780 0.086 19.781
84,00 320 0.200 0.078 19.859
96.00 8460 0.080 0.069 19.927
100.00 80 0.320 0.026 19.9353
~104,00 160 0,320 0.051 20.004
' 108.00 430 0.040 0.017 20.021
120.00 800 0.030 0.024 20.045

data 19 from 1 to 19

r = 0.9840

kel{ren)= -0.0522 1/h

Tg(rer)= 13.2791 h

U120y = 20,045 md

U120y = 133.4636 % of dose administered

AUC = 2129.15 mgxhi; Ares Under cum.amount Curve

MTauc = 65.75 h ,

ARC = 276.30 mgxhi Area Between cum.amount and cum.am. Curve
MTabe = 15.67 h :

TABLE NO.: 56
12-20-89 ke

781

324
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concentration amount cum. amount
35S Cug/m!] 35 Lmgd 35 | [mgl
30 36 | 38
25 25 25
2e 20 ' 20
15 | 1S 15
1@ 10 10
s %_A 5 ? 5
30 68 90 128 [hl 38 606 80 120 [h1] 32 60 98 128 [hl

Figure No.: 56

Ranal elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subject No. : 591 = 2



Renal elimination

#. Subdect No.! 760 = 3
Elimination of Total Triclosan

Dose administered! 15 mg Triclosans rP.0.r multirle doser steady state.

time volume concentr. amount cum. amount
Chil Lml3d Cug/mll Cmgl Lmsgl
4,00 28 27.140 0.7690 0.760
8.00 660 7.680 5.069 5.829
12.00 300 8.000 4,000 ?.829
24,00 390 ?.590 3.740 13,569
28.00 310 4,210 1.305 14,874
32.00 230 4,980 1.145 16.019
36.00 770 0.930 0.716 16,735
48,00 820 1.680 0.874 17.609
52,00 240 2.800 0.672 18.281
56.00 150 2.310 0.347 18.628
460.00 740 0.3520 0.3895 19.012
72.00 930 0.550 0.512 19,524
76,00 220 1.260 C.277 19.801
80.00 120 1.850 0.222 20,023
84,00 200 0.770 0.154 20.177
26.00 640 0.280 0.179 20,356
100.00 90 1.010 0,091 20.447
104,00 260 0.310 0.081 20.528
108,00 1030 0.040 0.041 20,569
120,00 620 0.240 0,149 20.718

data 19 from 1 to 19

r = 0.9959

ke(ren)= -0.0437 1/h

Td(ren)= 15.8766 h

Uc120) = 20,718 wmeg

Uci120) = 138.118 7 of dose administered

AUC = 2004.,11 mEXh? Area Under cum.amount Curve

MTauc = 68.98 h

ARC = 482,02 mgxhi Ares Between cum.amount and cum.am. Curve
MTabe = 22.66 h >

TABLE ND.?! 857
12~-20-89 ke

783

326
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concentration amount cum,
30 Cug/mi] 30 Cmgl 30
25 25 25
20 ' 20 29
15 {S 1S
10 18 10
s 5 ' S

30 68 98 120 Chl 30 68 90 128 Chl

Figure No. :57

Rena! elimination of Total Triclosan following p.o.
administration of 15 mg Tricloson, multiple dose, staady state.

Subject No. : 768 = 3

amount

Lmgl

38 60 8@ 120 Chl



Renzal elimination

o SubJject No.! 1280 = 7
Elimination of Total Triclosan
Dose administered! 15 md Triclosany F«0.r multirle doser steady state,
time volume concentr. amount cum. amount
Lhl Cmll Cug/ml1 Cmgl Lm=l
4,00 190 11.170 2.122 2.122
8.00 470 15,760 7407 ?.529
12.00 245 11.910 2.918 12.447
24,00 760 3.730 2835 15.282
28.00 240 0.660 0.620 15,903
32,00 590 0.610 0.360 16.263
36.00 260 1.130 0.294 16,556
48,00 1460 0.350 0.511 17.067
52,00 240 0,580 0,139 17.207
56.00 570 0.180 0.103 17.309
60.00 260 0.220 0.057 17.366
72,00 1210 0.130 0.157 17.524
76.00 180 0.270 0.049 17.572
80.00 230 0.130 0.030 17.602
84.00 140 0.150 0,021 17.623
26 .00 870 Q.160 0.139 17.762
M”Mkioo.oo 240 0,070 0.017 17.77%9
¢ 104,00 480 0.030 0.014 17.794
108,00 330 0.030 0.010 17.803
120.00 730 0.040 0.029 17.833
datas 19 from 1 to 19
T = 0.9900
ke(ren)= -0.0526 1/h
Td(ren)= 13.17358 h
U(120) = 17.833 md
U¢i120) = 118.884 7% of dose administered
AUC = 1898.77 mgXhi Arez Under cum.zmount Curve
MTauc = 65.62 h :
AERC = 241.14 msEXxh? Ares Between cum.amount amd cum.am. Curve
MTabe = 15.71 h '
TABLE NO.: 58
12-20-89 ke
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concentration amount
Cug/mi] [mg1

20 28
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Figure No.:5 8
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Rana! elimination of Total Triclosan following p.o.
admintstration of 15 mg Triclosan, multiple dose, steady stata,

Subject No. : 1288 = 7

amount

Cmg]

30 6@ 90 120 [hl



Remnal elimination

£ gubdect No.! 1282 = 8
Elimination of Total Triclosan

Dose administered: 15 mg Triclosany P,0.» multirle doser steady state,

time volume concentr. amount cum. amounrt
Lhl fmld Cudg/mll Cmsl Cmgld
4,00 100 44,150 4,415 4,415
8,00 190 23,440 4,454 8.869
12,00 230 11.970 2.753 11,422
24,00 610 4,430 2.702 14,324
28.00 130 7.850 1.021 15.345
32.00 150 3.100 0,465 15.810
36,00 210 1.600 0,336 146,144
48,00 630 1.500 0.945 17,091
52.00 170 1.440 0.245 17.335
56,00 255 0.430 0.110 17,445
60.00 650 0.090 0,059 17.503
72.00 610 0.250 0.183 17.656
76.00 180 0.400 0.072 17.728
80.00 230 0.180 0.041 17.769
84.00 250 0.220 0.055 17.824
26,00 700 0.120 0.084 17.908
100.00 230 0.090 . 0,021 17.929
“"™104.,00 480 0.040 0.019 17.948
08.00 510 0.100 0.051 17.999
120,00 600 0.130 0.078 18,077

date 19 from 1 to 19

T = 0.9916

be(remn)= -0.0448 1/h

Td(ren)= 15.4365 h

Uei20) = 18,077 md

U{120) = 120,915 % of dose administered

AUC = 1B?25.42 mgXxhs Area Under cum.amount Curve

MTauc = 66.02 h

ARC = 273.85 mgxh? Area Between cum.amount and cum.sm. Curve
MTahe = 18.32 h

TAELE NO.! S9
12-20-89 ke

787
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Figure No.: 59

Rana! elimincttion of Total Triclosan following p.o.
adminlistration of 15 mg Triclosan, multiple dose, steady state.

Subjaect No. : 1282 = 8



Reral elimination

A7 Subdect No.! 1355 = 9
Elimination of Total Triclosan

Ilose administered! 15 mg Triclosans r.0.r multirle doser steady state,

time volume concentr. amount cum. amount
thil Emlld Cug/ml] Cmegl Cmgl
4,00 180 23.180 4.172 4,172
8.00 360 17.070 6,145 10.318
12.00 300 11.160 3.348 13.666
24,00 730 4,530 3,307 16,973
28,00 200 2.840 0.568 17.541
32.00 245 1.440 0.353 17.893
346.00 160 2.130 0.341 18.234
48,00 800 0.670 0.536 18.770
52.00 110 1.470 0.162 18.932
56,00 480 0.530 0.254 19.186
60.00 360 0.360 0.130 19.316
72,00 Q40 0.180 0,169 19.485
76,00 140 0.560 C.078 19.563
80,00 170 0.200 0.034 19.597
84,00 260 7.050 1.833 21.430
26,00 200 0,010 0.009 21.439
100.00 150 0.170 0.026 21,465
104,00 470 0.060 0.028 21,493
) 108.00 S30 0.020 0.011 21.504
120,00 610 0.060 0.037 21.540

data 19 from 1 to 19

™ = 009119

ke(reni= -0.0518 1/h

Td(ren)= 13,3779 h

Uei20) = 21.540 mg

UC120) = 143,602 7% of dose administered

AUC = 21746.42 mgXhi Arez Under cum.smount Curve

MTauc = 66.61 h :

AERC = 408,42 mgXhi Area Between cum.amount and cum.sm. Curve
MTabe = 24,78 h

TARLE NO.: 60
12-20-89 ke

789
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Renal elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Sub jact No.

{355 =« g

,

amount

Cmgl
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Remal elimination

#™  gubdect No.! 1399 = 10
Eliminatiorn of Total Triclosan

[lose administered! 1% mg Triclosans r.0.r multirle doser steaduy state,

time volume concentr. amount cum. amount
Chl Cmll Fud/ml] Cmgl Cmgl
4,00 60 26.070 1.564 1.564
8.00 150 22.510 3.377 4,941
12,00 240 11.340 2.722 7.662
24,00 390 7.360 4.342 12,005
28.00 1460 5.450 0.872 12.877
32.00 225 3.000 0,675 13.552
36.00 170 3.040 0.517 14,069
48.00 370 2.600 0.962 15.031%1
52.00 60 1.810 0,109 15.139
956.00 330 1.080 0.354 15,496
60.00 310 1.020 . 0,316 15.812
72.00 540 1.010 0.545 16.357
76.00 180 1.050 0.189 16,544
80,00 190 0.810 0.154 16.700
84.00 170 0.910 0.155 16.855
26,00 840 0.470 0.395 17.250
100.00 280 0.060 0.017 17,266
™. 104,00 280 0.310 0.087 17.353
108.00 350 0.130 0.046 17.399
120.00 1020 0.120 0.122 17.521

datz 19 from 1 to 19

r = 0.9892

kel(rem)= -0.0422 1/h

Ta(rern)= 16.4233 h

Uueiz2o0) = 17.521 mg

U120) = 116.807 % of dose administered

AUC = 1690.36 mgXxh’ Ares Under cum.amount Curve

MTauc = 68.86 h

ARC = 412,16 megXhs Ares RBetween cum.smount and cum.am. Curve
MTabe = 23.67 h

TABLE NO.?! 61
12-20-89 ke
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Figure No.: 61

Rana! elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subjact No. : 1398 = {0Q



Renal elimination

. Subdect No.: 624 = 11

Elimination of Total Triclosan

Dose administered! 15 mg Triclosans r.0.r multirle doses steadu state.

time volume concentr. amount cum. amowunt
Chl [mll Lug/mll Cmed Cmel
4.00 180 24,550 4,419 4,419
8.00 840 10.000 8.400 12.819
12.00 240 14,220 3,413 16.232
24.00 420 8.790 3,692 19,924
28.00 170 2.520 0.428 20,352
32.00 560 1.190 0.666 21.018
36.00 950 0.920 0.506 21.524
48,00 640 1.130 0.723 22.248
52.00 390 0,580 0.226 22,474
$56.00 380 0.460 175 22.64%9
60,00 780 0.300 C.2354 22.883
72.00 440 0.7%90 0.348 23.230
76.00 830 0.250 0,133 23,363
80.00 210 0.350 0.074 23.436
84.00 590 0.080 0.047 23.483
26,00 670 0.110 0.074 23.557
100.00 4460 0.080 0.037 23.594
fwﬂ104.00 200 0.150 0,030 23.624
08,00 1170 0.040 0.047 23,671
.20.00 420 0.110 0.046 23.717

datas 19 from 1 to 19

T = 0.,9943

he({ren)= -0.,0500 1/h

Td(ren)= 13.84%96 h

U120y = 23.717 ms

U(120) = 188.113 % of dose administered

AUC = 2507.30 mgXhi Arez Under cum.amount Curve

MTaue = 65.72 h

ARC = 338,73 mgXh? Area Between cum.asmount and cum.ams. Curve
MTabe = 17.63 h \

TABLE NO.: 62
12-20-89 ke
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Figure No,: 6 2

Renal eliminatlion of Total Triclosan following p.o.
administratlion of 15 mg Triclosan, multiple dose, steady state.

Sub ject No.

: 624 =

1

amount
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30 60 99 (28 [hl



Renal elimination

A Subdect No.! 639 = 12
Elimimation of Totzl Triclosan

Dose administered! 13 mg Triclosans r.o.r multirle doser steaduy state.

time volume concenrntr. amount cum. amount
Lhl Cmll Cud/mld Cmel Emgl
4,00 180 29.380 S.288 S.288
8.00 100 27.200 2.720 8.008
12.00 390 14,990 5.846 13.855
24.00 320 10.4640 2.4095 17.259
28.00 310 3.370 1,045 18.304
32.00 560 1.790 1.002 19.306
36.00 210 1.880 0.395 12.701
48,00 670 1.700 1.139 20.840
52.00 120 3360 0.403 21,243
56.00 150 2.370 0.356 21.599
60,00 290 0.780 0.226 21.825
72,00 390 1.560 ¢.é08 22,434
76.00 200 1.260 0.252 22.68B6
80.00 160 1.070 0.171 22.857
84,00 190 0.770 0.146 23,003
96.00 220 1.010 0.222 23.225
100.00 13¢ 1.140 0.148 23.373
#7™104,00 150 0.760 0.114 23.487
08.00 120 0.620 0.072 23.562
120.00 260 0.5350 c223 23.709

data 19 from 1 to 19

r = 0.9914

ke(ren)= -0.,0410 1/h

Tg(ren)= 16.88460 h

ueiz2o) = 23.705 mg

UC120) = 158.032 % of dose administered

AUC = 2372.47 mgXhi? Ares Under cum.amount Curve

MTauce = 67.32 h

ARC = 472,11 mgXhi Arez Between cum.zmount and cum.am. Curve
MTabe = 23,23 h

TABLE NO.! 63
12-20-89 ke
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Renal elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

: 839 = {2
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amount
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Renal elimimation

~~ Subdect No.! 766 = 13
Elimination of Total Triclosan

llose administered! 15 mg Triclosany Pp.0.y multirle doser steady state.

time volume concentr., amount cum. amount
Ehil Cmll Cus/mll Cmgl Cmgl
4,00 110 7770 0.855 0.855
8.00 300 14.500 4,350 5.208
12,00 690 6.790 4,885 ?.890
24,00 790 ’ 6.140 4,851 14,740
28,00 115 4.600 0.529 15.2469
32.00 160 1.6%90 0.270 15.540
36.00 470 1.160 0.545 16,085
48,00 350 1.600 0.560 16,645
52.00 210 1.290 0.271 16.916
56.00 180 0.680 0.122 17.038
60.00 220 0.210 0.0446 17.085
72.00 500 0.510 0.255 17.340
76.00 520 0.560 0.291 17.631
80.00 270 0.180 0.049 17.679
84.00 470 0.020 0,009 17.68%9
246.00 S20 0.060 0.031 17.720
100.00 178 0,200 0.035 17.755
ﬁmm1o4.oo 180 0.130 0.023 17.778
; 108.00 350 0.050 0,018 17.796
120.00 440 ©.080 0.035 17.831

datz 19 from 1 to 19

r = 0.9924

ke(ren)= -0,0545 1/h

Ta(ren)= 12,7203 h

Uei20) = 17.831 mg

U(i1i20) = 118.873 % of dose administered

AUC = 1833.546 mgxhs Ares Under cum.amount Curve

MTaue = 67.23 h L

ARC = 306.16 mgkhi Ares Between cum.smount and cum.am. Curve
MTabc = 16.73 h

TARLE ND.:! 64
12-20-89 ke
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Renal elimination of Total Triclosan following p.o.

administration of 15 mg Triclosan,

Sub jact No. 766 = {3

amount
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Y
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Renal elimination

A Subdect No.: 948 = 14
Elimiration of Total Triclosan

Dose administered! 15 md Triclosans p.o.r multirle doser steaduy state.

time volume concentr., amount cum., amount
Chl Cmld Cug/mll Cmgl Cmdg]
4,00 810 3.3320 2.697 2.697
8.00 770 8.380 6+453 9,150
12.00 470 6.630 3.114 12,266
24,00 240 3.720 2.497 15.763
28.00 120 1.550 0.186 15.949
32,00 800 0.560 0.448 16.397
36.00 1250 0.180 0,225 16.622
48,00 890 0.9230 0.828 17.450
52.00 290 1.110 0.322 17.771
56,00 700 ., 0.350 0.245 18.016
60.00 740 0.270 0,200 18.216
72.00 535 0.650 ¢C.3ag 18.564
76.00 80 1.140 0.0%1 18.655
80.00 180 0.280 0,050 18,7086
84.00 820 0.120 0,098 18.804
?6.00 740 0.110 0,081 18.885
100.00 770 0.040 0,031 18.9216
104,00 §560 0,020 0.011 18.927
' 108.00 740 0,020 0.015 18.942

data 18 from 1 to 18

r = 0.9824

be(rernl)= -0.0607 1/h

Td(ren)= 11,4214 h

Ueio8) = 18,942 m~

Uei08) = 126.281 % of dose sdministered

AUC = 1751.,18 mgXhi Arez Under cum.asmount Curve

MTauc = 60.11 h

ARC = 294.57 msEXhi Ares Between cum.amount and cum.am. Curve
MTabe = 17.69 h

TABLE NO.:! 65
12-20-89 ke
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Renal elimination of Total Triclosan following p.o.
administration of 1S mg Triclosan, multiple dose, steady state.

Subjact No. : 948 = {4

amount
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Rensl elimination

<7 Subdect No.d 1131 = 135
Elimination of Total Triclosan

llose administered! 15 mg Triclosans P.0.r multirle dosey steads state.

time volume corncentr. amount cum. amount
thl Cmll Cug/mll Lmal Cmsgd
4,00 400 4,240 1.696 . 1.696
8.00 720 4,450 3.204 4,900
12.00 410 8.110 3,325 8.225
24,00 S20 7.010 3,645 11.870
28.00 170 4,610 0,784 12.654
32.00 260 3.540 0.920 13.574
36.00 830 0.840 0.697 14,272
48,00 630 1.230 0.77% 15.047
S52.00 70 2+430 0.170 1S5.217
56.00 200 1.410 0,282 15.499
60,00 260 1.070 0.278 15.777
72,00 800 0.450 0.360 16,137
76.00 210 0,440 0.092 16.229
80,00 150 0.720 0,108 16,337
84,00 270 0,390 0.105 16.443
?6.00 750 0.160 0.120 16.563
100,00 39 0.810 0.032 16.594
#7.104,00 240 0.330 0.079 16.673
108,00 S20 0.0%90 0.047 16.720
+20.00 725 0.080 0.058 16.778

data 19 from 1 to 19

r = 0.9936

ke{ren)= -0.0472 1i/h

Td{ren)= 14,6939 h

U{i20) = 16.778 md

U120 = 111.854 % of dose sdministered

AUC = 146466.58 mgxhi Area Under cum.amount Curve

MTauc = é68.21 h

ARC = 346.79 mgxhs Area Between cum.amount and cum.zam. Curve
MTabe = 20.94 h ‘

TABLE NO.: 66
12-20-89 ke
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concentration amount cum. amount
17.5, Lug/ml] 17.5, Emg] 17.5, [mgl
15 15 1S
2.5} 12.5 12.S
18 10 10
7.5 7.5} 7.5
5 S 5
2.5 2.5 2.5
30 60 92 (2Q8 Chl 30 6@ 90 128 Chl 30 68 98 120 Chl

66

Figure No.:

Renal elimination of Total Triclosan following p.o.
administration of {5 mg Triclosan, multiple dose, steady state.

Subjact No. : {131 = {5



Renal elimination

A7 Subdect No.: 1147 = 16
Elimination of Total Triclosan

Dose administered! 15 mg Triclosans Pp.0.y multirle doser steads state,

time volume concentr. amount cum. amount
Ehl Cmll Lug/ml] Lmed Cmd]
4,00 120 23,570 2.828 2.828
8.00 150 24.550 3.683 6.911
12.00 510 7.540 3.845 10.356
24,00 1250 2.570 3.213 13,549
28,00 130 6.480 0.842 14.411
32.00 180 4,090 0.736 15.147
36.00 35 1.240 0.068 15.215
48,00 S10 0.940 0,479 15,695
S2.00 840 0,450 0.387 16,082
56.00 700 0.320 0.224 16,306
60.00 770 0.170 0.131 16.437
72.00 840 0.210 0,176 16.613
76.00 1185 0.100 0.119 16.732
80.00 470 0.160 0.07S5 16.807
84.00 840 0.040 0.034 16.840
96.00 1410 0,070 0.099 16.939
100,00 160 0.300 0.048 16.987
2™104,00 320 0.030 0.010 16.997
.08.00 1080 0.020 0.022 17.018
120.00 1400 0.050 0.070 17.088

data 19 from 1 to 19

r = 0.99253

ke(ren)= -0.0474 1/h

Td(ren)= 14,6333 h

U120y = 17.088 mg

U120y = 113,921 % of dose sdministered

AUC = 1767.22 mdxhi{ Area Under cum.smount Curve

MTauc = b6.66 h (
ARC = 283,37 msgXxhi Area Between cum.amount and cum.zm. Curve
MTabe = 18.47 h

TABLE NO.: 67
12-20-89 ke
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Figure No.: 67

Renal elimination of Total!l Triclosan following p.o.
admintstration of 15 mg Triclosan, multiple dose, steady statae.

Subject No. : 1147 = 16

W



Renal elimination

& SubdJdect No.t 1161 = 17
Elimination of Total Triclosan

Dose administered! 15 mg Triclosans r.0.r multirle doser steadu state.

time volume concentr, amount cum. amount
Ehl [ml] Lug/mll Cmgl Cmdl
4.00 170 ?.060 1.540 1.540
8.00 430 8.640 3.715 5.255
12.00 460 6.210 2.857 8.112
24.00 810 4,020 3.256 11,348
28.00 120 5.070 0.608 11.977
32.00 310 1.880 0.583 2.959
36.00 330 0.710 0.234 2,794
48,00 520 0.710 0,369 13,163
2,00 200 0.860 0,172 13,335
56.00 140 0.550 0.077 1%3.412
60,00 210 0.530 0,111 13,523
72.00 365 0.670 0.,24% 13.768
76.00 120 0.440 0.053 13.821
80.00 200 0,210 0,042 13.863
84,00 220 0.170 0.037 13,9200
?26.00 320 0.180 0.0358 13.958
100.00 170 0.170 0.029 13.986
A 104,00 320 0.140 0,045 14,031
‘ 108.00 4460 0.030 0.014 14,045
120.00 380 0.040 0.0158 14,060

dats 19 from 1 to 19

r = 0.9863

ke(ren)= -0.0542 1/h

Tal{ren)= 12.7950 h

U120y = 14,060 mg

Uei20) = 93,735 7 of dose sdministered

AUC = 1456.52 mgxXhi Ares Under cum.amount Curve

MTauce = 66.81 h

ARC = 230.71 mgxh? Area Retween cum.zmount and cum.am. Curve
MTabe = 17.02 h 3

TARLE NO.:! 68
12-20-89 he
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Renal elimlnation of Total Triclosan following p.o.
admintistration of 15 mg Triclosan, multiple dose, steady stata.

Subjact No.

1161 = 17

amount
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Rensl elimination

A Sybdect No.t 1239 = 18
Elimination of Total Triclosan

llose administered! 15 mg Triclosany r.0.r multirle doser steady state,

time volume concentr. amount cum. amount
Chl Cmld Lug/ml] Cmdgl Cme]
4,00 170 21,640 3.679 3.679
8.00 250 8.020 2.005 5.684
12.00 210 S.790 1.216 6.900
24.00 1050 5.870 6,163 13,063
28.00 120 7 +440 0.893 13.956
32.00 260 3.450 0.897 14,853
34600 240 2.900 0.6%946 15.549
48.00 660 1.780 1,175 16.724
52.00 140 3.450 0.483 17.207
S6.00 270 2.750 Q0.743 17.949
60.00 1130 0.890 1.006 18,959
72.00 450 2.250 1,013 19.968
76.00 160 2,320 0.403 20.371
80,00 220 1.360 0.299 20,670
84,00 150 1.320 0.198 20.8468
96.00 280 1.350 0.434 21,302
100,00 180 1.220 0,220 21,822
f”“104.00 230 0.670 0.154 21.4876
L08.00 220 04,460 0,101 214777
120,00 480 0.570 0.274 22,050

datas 19 from 1 to 19

r = 0.9878

kel(ren)= -0.0379 1/h

Tgl(ren)= 18,3115 h

U(120) = 22.050 m=

Ud120) = 147.003 % of dose zdministered

AUC = 2003.40 mgXhi Area Under cum.amount Curve

MTaue = 70,50 h

ARC = 642.65 mgXhy Ares Retween cum.smount and cum.azm. Curve
MTabe = 27.28 h

TAERLE NO.: 69
12-20-89 he
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concentratlion

25 Lug/mli]

amount cum.
25 Lmgl 25
20 20
1S 15
10 1%
5 5

20
15 |
1%
1)
32 68 99 120 Chl
Figure No.:

38 68 98 120 [hl

Renal eliminatlion of Total Triclosan following p.o.
adninistration of 15 mg Triclosan, multiple dose, steady state.

Sub jJect No.

1239 = {8

amount

[mg]

38 68 90 120 [kl



Rernal elimination

2 subJdect No.! 1306 = 19
Elimination of Total Triclosan
Dose administered! 15 mg Triclosanr r.0.» multirle doses steadu state,
time volume corncerntr., amount cum. amount
Lhl Cmlld Cug/mll Lm=d Cmgl
4,00 20 22,590 2,033 2.033
8.00 290 17.980 S.214 7 247
12.00 150 ?.860 1.479 8.726
24,00 850 3.960 3.315 12,041
28,00 100 2.610 0,261 12,302
32.00 410 0.740 0.303 12,606
36,00 200 0,590 0.118 12.724
48.00 820 0.320 0.426 13,150
52.00 210 0.490 0,103 13,283
56,00 210 0.480 0.101 13.354
60.00 260 0.260 0.068 13,421
80.00 210 0.1890 0.038 13.459
84,00 120 0.230 0.028 13,487
246.00 420 0.150 0.063 13.550
100.00 240 0.100 0.024 12.574
104,00 140 0.0%90 0.013 13.586
AT~
data 15 from 1 to 15
r = 0.9829
khe(rer)= -0.0599 1/h
Td(ren)= 11.5645 h
U(i104) = 13,586 mg
Ui04) = 20,376 7 of dose sdministered
AUC = 1236.64 mEXhi Arez Under cum.amount Curve
MTauc = S57.46 h
ARC = 176.35 msg*Xhi Arez Retween cum.amount and cum.sm. Curve
MTabe = 13.71 h
TARLE NO.:! 70
12-20-89 ke
S
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conceantratlon

25

20

15

10

5

amount cum
Cug/ml] 25 Lmgl 25
20 20
‘ 15 15
10 | 11%)
s ﬁ 5
30 66 98 1208 Chl 30 60 92 {120 Chl
Figure No.: 70

Renal elimination of Total Triclosan following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Sub ject No. : 1306 = {8

. amount

Cmgl

Py

38 60 80 120 Chl

"
;
o



Renal elimination

o~

¢ A 4
No.? S47 = 1

SiibJdect No.
Elimimation of Triclosan - glucuronide

llose administered! 15 mg Triclosans r.o.» multirle doser steadw state.

time volume corncentr, amount cum. amount
Lhl fmll Cusg/mll Cmsl Cmsd
4,00 105 264,040 2,734 2.734
8.00 410 10.580 4,338 7,072
12.00 390 7.540 2.941 10.013
24,00 720 4.840 3.485 13.497
28.00 120 2.810 0.337 13,835
32,00 255 1.77¢ 0.451 14,286
36,00 270 1.760 0.475 14.761
48,00 1010 0.850 0.859 15,620
52.00 20 1.160 0,104 15.724
56.00 350 0.730 0.263 15.987
60.00 260 0,590 0.153 16.140
72.00 600 0,400 0,240 16.380
76.00 150 0,327 0.049 16,429
80.00 320 0.477 0.153 16.582
84.00 280 0.100 ¢.028 16.610
26.00 S20 0.080 0.042 16.651
M*QOO.OO 160 0.240 0.038 16.6%90
£ 04,00 260 0.060 0.016 16.705
8,00 290 0.010 0.003 16.708

data 17 from 1 to 17

r = 0.9884

ke(ren)= -0.0602 1/h

Td(ren)= 11,5083 h

U(io8) = 16.708 g

Uei08) = 111.388 7% of dose asdministered

AUC = 1534.,946 mgXhiy Aresa Under cum.amourt Curve

MTaue = 60.47 h ,
ARC = 269.32 mg%khi Areaz Between cum.amount and cum.am. Curve
MTabe = 17.13 h

TAELE NO.$! 71
12-20-89 te

354 811
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concantration amount cum. amount
30 | Cug/mi] 30 Emg3l 30 Cmg]
25 25 25

20 20 20

15 1S 15

1@ 10 10

) S )

30 68 98 128 Chl 33 68 98 120 [hl 386 60 90 128 [hl

Figure No.: 71

Renal elimination of Triclosan ~ glucuronide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subjact No. : 547 = |



Renal elimination

£ Subdect Nol.t 591 = 2
Elimimation of Triclosarn - dlucuronide

lose administered?! 15 meg Triclosans P.0.sr multirle doser steaduy state,

time valume concentr. amount, cum. amount
Lhl Cmll Cud/mll Lmgl Lmal
4,00 160 19.890 3.182 3.182
8,00 220 28.830 : 46.343 ¢.,525
12,00 620 4,133 2,562 12.087
24,00 1130 3.5460 4,023 14.110
28,00 70 8.130 0.569 16.679
32.00 145 4.150 0.602 17.281
36,00 280 1.610 0,451 17.732
48,00 1670 0.170 0.284 18.016
52.00 20 1,460 0,131 18,147
56.00 210 0.780 0.144 18.311
60,00 820 0.060 0,049 18,360
72,00 940 0.060 0,056 18,417
76.00 80 0,520 0.042 18.458
80.00 110 0.720 0.079 18.537
84.00 390 0.170 0.066 18.604
96.00 860 0.070 0.060 18.664
100,00 80 0.290 0.023 18,687
AT 104,00 160 0,130 0.021 18,708
108,00 430 0.030 0,013 18,721

dats 18 from 1 to 18

T = 0.9835%

kel(ren)= -0.0586 1/h

Tg(ren)= 11.8299 h

U108y = 18,721 md

Ud108) = 124,805 7% of dose administered

AUC = 1771.43 mgxhsy Area Under cum.amount Curve

MTaue = S92.88 h

ARC = 250.42 mgXhi Ares Between cum.amount znd cum.am. Curve
MTabe = 14,51 h'

TABLE NO.?! 72
12-20-89 ke
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concantration amount cum. amount
30 Lug/mi] 30 | I[mgl 30 Lmg]
25 25 | 25
20 20 20
15 is s
10 10 10
S ) 7 S
320 628 90 128 [hl 33 68 90 120 Ch1 33 620 80 128 Chl
Figure No.: 72

Renal elimination of Triclosan ~ glucuronide following p.o.
administration of 1S mg Triclosan, multiple dose, steady state.

Subject No. : 591 = 2



Rernal elimirnation

=, Subdect No.: 760 = 3
Elimimation of Triclosan - glucuronide

Dose administered:! 15 mg Triclosany r.0.» multirle doser steady state.

time volume concentr. amount cum. amount
Chi Cmll Cug/ml] Cmsd Lmst]
4,00 28 25,5990 0.717 0.717
8,00 660 6,870 4,534 S5.251
12,00 500 7350 3675 8.926
24,00 390 8,600 3.354 12,280
28.00 310 2.720 1.153 13,433
32,00 230 4,030 0.927 14,360
36.00 770 0.890 0,485 15,045
48,00 920 1.200 0.624 15,669
52.00 240 2.480 0.593 16,264
S56.00 150 2,130 0.320 16,584
40.00 740 0.470 0.348 16.932
72.00 ?30 0.510 0.474 17.406
76.00 220 1.160 $.255 17.661
80.00 120 1.4660 C.199 17.860
84.00 200 0,740 0.148 18.008
96.00 640 0.240 0,154 18,1462
100.00 Q0 0.880 0.079 18.241
104,00 260 0.280 0.073 18.314
£ 08,00 1030 0.030 0.031 18,345
120.00 620 0.210 0.130 18.475

datz 12 from 1 to 19

T = 0.9950

ke(ren)= -0.0438 1/h

Tag(ren)= 15.8240 h

Uei120) = 18.47% md

UCL20) = 123,167 7% of dose administered

AulC = 1791.77 md¥h? Ares Urder cum.smount Curve

MTaue = 68.86 h

ARC = 425,24 me¥hié Ares Between cum.amournt and cum.am. Clurve
MTabe = 22.65 h

TARLE NO.! 73
12-20~-89 ke
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concentration amount

30

25

20
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10

cum,
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25 25
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| 15 18
10 12
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Figure No.: 73

amount

Cmg]

a e

36 60 90 120 [Chl

Renal elimination of Triclosan - glucuronide follouling p.o.
administration of 15 mg Triclosan, multiple dose, steady state,

Subjact No. : 760 = 3



Reral eliminastion

A Subdect No.t 1280 = 7
Elimination of Triclosan - #g#lucuronide

Ilose administered! 15 mg Triclosans rP.o.y multirle doser steady state.,

time volume concentr, amount cum. amount
Lhl Eml3 Cug/mll Emgl Cmeg]
4,00 190 10.340 1.965 1,965
8.00 470 13.800 6,486 8.4%1
12.00 245 9.470 2.320 10.771
24.00 760 3.020 2,295 13,066
28.00 ?40 0.4%90 0.461 13.527
32.00 SS90 0.502 0.296 13.823
36,00 260 0.892 0.232 14,055
48.00 1440 0.311 0.454 14,509
52,00 240 0.530 0.127 14,636
56.00 570 0,130 0.074 14,710
60,00 260 0,190 0.049 14,759
72.00 1210 0.103 0.12% 14.884
76.00 180 0.183 0.033 14,917
80.00 230 0.092 0.021 14,938
84,00 140 0.110 0.015 14,954
26.00 870 0,090 0.078 15.032
100.00 240 0.063 0.015 15.047
A 104,00 480 0.012 0,006 15.053
‘ 108.00 330 0.024 0.008 15.061
120.00 730 0.022 0.016 15,077

dats 19 from i to 19

r = 0.9929

kel(ren)= -0.0966 1/h

Te(ren)= 12,2505 h

U120y = 15,077 msg

UC120) = 100.511 % of dose sdministered

AUC = 1615.44 mgxhi Ares Under cum.amount Curve

MTauc = 65.43 h

ARC = 193.77 mgxhi Area Between cum.smount and cum.am. Curve
MTabe = 14.73 h ‘

TABRLE NO.: 74
12-20-89 ke
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concantration
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Figure No.:

74

amount

17.5
15
12.5
10
7.5
5
2.5

30 6@ 98 120 Ch1l

Cmgl

e

b

cum.

17.5
15
12.5
10
7.5
5
2.5

3 686 9@ 128 Chl

amount

Cmgl

A Py

38 60 9@ 120 [h]

Renal eliminatlon of Triclosan - glucuronide following p.o.
adminlstration of 15 mg Triclosan, multiple dose, steady state.

Sub jact No.

1280 = 7



Rernal elimination

fﬂ%' Subdect No.: 1282 = 8
Elimination of Triclosan - glucuronide
Dose administered:! 1% mg Triclosanry .oy multirle dosey stea@s state.
time volume concentr. amount cum. amount
Lhl Lmll Cug/ml] Cm=l Cmagl
4,00 100 42,770 4,277 4,277
8.00 190 20,670 3.927 8.204
12.00 230 11.500 2,645 10,849
24,00 610 4,120 2,513 13,363
28.00 130 é6.830 0.888 14,250
32.00 150 2.710 0.407 14,657
36.00 210 1.440 0.302 14,959
48,00 630 1,359 0.898 15,815
92.00 170 1.410 0.240 16,055
56.00 255 0.370 0.094 16,150
460,00 650 0.090 0.059 146.208
72.00 610 0.2490 0.146 16.354
76.00 180 0,396 0,071 16,4246
80.00 230 0.160 ‘ 0,037 16,463
84.00 250 0.210 0.053 16.51S
?6.00 700 0.080 0.056 16.571
100,00 230 0.020 0.005 16.576
104,00 480 0.040 0.019 16,595
108,00 510 0.070 0,038 16.631
120.00 600 0.100 0.060 16,691

dataz 19 from 1 to 19

r = 0.9935

ke(ren)= -0.0473 1/h

Tgl{ren)= 14,6468 h

Uci20) = 16.691 mg

U(120) = 111.270 % of dose sdministered

AUC = 1756.87 mgxh? Area Under cum.amount Curve

MTaue = 65.923 h

ARC = 245.99 mgxh? Area Between cum.amount and cum.am. Curve
MTabe = 17.64 h :

TABLE NO.: 75
12-20-89 ke
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concantratlon

50

40
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Figure No,:

amount

508

49

30

20

10

Lmgl

o

cum .,

50

40

30

20

1%

380 6@ 9@ 120 [h1]

amount

Cmgl

30 60 90

Renal elimination of Triclosan -~ glucuronide following p.o.
administrotion of 1S mg Triclosan, multiple doce, steady state.

Sub jact No. 1282 = 8



Reral elimination

SubJect No.t! 1355 = 9

m

Elimination of Triclosan - g#lucuronide

Dose administered! 135 mg Triclosans r.o.r multirle doser steady state.

time volume concentr. amount cum. amount

Lhl Cmll Cug/ml] Lmgl Cmgl

4,00 180 21.040 3.+787 3.787

8.00 360 15.750 S.670 ?.457
12,00 300 10.480 3.144 12.4601
24,00 730 4,240 3.095 15,696
28.00 200 2.720 0.544 16.240
32,00 245 1.070 0.262 16.503
36.00 160 2.000 0.320 16.823
48,00 800 0.590 0.472 17.295
52.00 110 1.270 0.140 17.434
56.00 A80 0.4460 0.221 17.655
60.00 360 0.240 0.086 17.741
72.00 ?40 0.100 G.0%4 17.835
76,00 140 0.440 0,062 17.897
80,00 170 0.190 0,032 17.929
84.00 260 6.810 1.771 19.700
?6.00 200 0.003 0.003 19.703
100.00 150 0.130 ¢.020 19.722
104,00 470 0.050 0,024 19.744

#7008, 00 530 0.020 0.011 19.756

daeta 18 from 1 to 1B

r = 0.8736

kel(ren)= -0.0568 1/h

Td(ren)= 12,1950 h

Ue1o8) = 19.756 g

U108y = 131,708 % of dose administered

AUC = 1764.,15 mgkxhi Area Under cum.zmount Curve

MTaue = 60.18 h

ARC = 369.53 mgXhi Ares Between cum.amount anmd cum.zam. Curve
Miabe = 24,81 h

TARLE NO.: 76
12-20-89 ke
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concentration amount cum. amount
25 Cug/ml1] 25 | [mgl 256 . [mgl
20 20 29
1) 15 15
1] 10 115
s 5 /\_X“-‘ 5
32 62 90 120 Ch] 30 60 98 120 Ch1l 30 60 90
Figure No.: 76
Renal elimination of Triclesan - glucuronide followlng p.o.

administration of 15 mg Triclosan, multiple dose, steady state.

Subject No. : 1355 = 9



Rernal elimination

SubJect No.! 1399 = 10
Elimination of Triclosan - dglucuronide

lose administered! 15 mg Triclosans P.0.r multirle doses steady state.

time volume concentr, amount cum. amount
Lhl Cml3d Cug/ml3 Cmgl Cmgd
4,00 60 23,170 1,390 1.390
8,00 150 22,090 3.314 4,704
12,00 240 10,900 2,616 7.320
24,00 590 7.320 4,319 11.639
28.00 160 4,416 0,707 12,345
32.00 228 2,780 0,626 12,971
36.00 170 3.007 0.511 13.482
48.00 370 2.420 0.895 14.377
52,00 60 1.700 0,102 14,479
56,00 330 1.060 0,350 14,829
60.00 310 1.000 0,310 15.139
76.00 180 0.890 0,160 15,834
80.00 190 0.780 0.148 15,982
84,00 170 0.870 ¢,148 16.130
946,00 840 0.440 0,370 16.499
MmkiOO.OO 280 0.040 0,011 16,511
£ 104,00 280 0.300 0.084 16,595
.08,00 350 0,120 0,042 16,637
120.00 1020 0,110 0,112 16.749

data 19 from 1 to 19

r = 0.9891

ke(ren)= -0.,0426 1/h

Td(ren)= 16,2796 h

Ue120) = 16.749 md

UCl20) = 111.659 Z of dose administered

AUC = 1618.21 mdg¥hi Area Under cum.amount Curve

MTauc = 68.83 h

ARC = 391,65 mgxhi Ares Retween cum.amount and cum.am. Curve
MTabe = 23.50 h i

TAELE NO.: 77
12~20-89 ke
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concentration amount cum. amount
25 f Cug/ml] 25 | [mgl 25 | [mgl
20 20 20
{5 1153 1S
1% 10 10
) 5 5
380 68 éa~«;za éh] 58 60 é;‘ ;20 éh] éa é@ éa ;

Figure No.: 77

Renal elimination of Triclosan - glucuronide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subject No. : 1398 = (@



Renal elimination

P
' Subdect No.! 624 = 11
Elimimation of Triclosan - dglucuronide
liose administered?! 15 mg Triclosansy r.0¢r multirle doser steady state.
time volume corceritr. amount cume. amount
Chi Cml3] Cug/mll Lmgd Cmal
4,00 180 23,410 4,214 4,214
8.00 840 8.790 7.384 11.597
12.00 240 13.5%90 3,262 14,859
24,00 420 8.590 3,608 18,467
28,00 170 2.280 0.388 18.854
32.00 560 1.030 0.577 19,431
36.00 850 0.790 0.435 19.8646
48,00 640 0.930 0.595 20,461
92.00 390 0.520 0.203 20.664
S56.00 380 0.390 0.148 20.812
60.00 780 0.130 0.101 20,913
72,00 440 0.640 0,282 21,195
76,00 530 0.200 0,106 21,301
80.00 210 0,310 0.065 21.364
84.00 590 0.050 0.030 21,394
?26.00 670 0.0%0 0.060 21.456
o 100,00 4460 0.030 0,014 21.470
' 104,00 200 0,070 0.014 21.484
108.00 1170 0.000 0.000 21.484
120,00 420 0.050 0.021 21.505

data 19 from 1 to 19

T = 00,9951

ke(ren)= -0.0408 1/h

Td(ren)= 11.4017 h

Uei20) = 21.505 mg

U(120) = 143,364 7% of dose administered

AUC = 2294.,56 mgXhi Arez Under cum.amount Curve

MTauc = $5.54 h

ARC = 285.99 mgXh? Ares RBetween cum.amount snd cum.am. Curve
MTabe = 18.88 h

TABLE NO.:! 78
12-20-89 te
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25
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amount cum., amount
Cug/ml] 25 Lmgl 25 Cmg]
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| 15 15
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30 60 90 128 [h1] 30 60 90 120 [hl 30 60 90 128 (Chl
Figure No.: 78
Renal elimination of Triclosan ~ glucuronide following p.o.

administration of 15 mg Triclosan, mulltiple dose, steoady state.

Sub ject No.

: 624 =

it



Rernal eliminmation

A7 gquhdect No.t 639 = 12
Elimination of Triclosan - glucuronide

lose administered! 15 mg Triclosans r.0+y multirle doses steads state,

time volume concentr. amount cum. amount
Eh3d Cmlld Cug/mll Emel] Cm=l
4,00 180 2B.940 S.209 S.209
8.00 100 26.610 2.661 7.870
12.00 390 14.420 S.624 13.494
24.00 320 9.400 3.008 16,302
28.00 310 3.150 0.977 17.479
32,00 560 1,752 0.981 18,460
36.00 210 1.8460 0.391 18.85¢0
48,00 670 1,580 1.039 1i2.889
52.00 120 2.910 0,349 20.238
56.00 150 1.990 0,299 20.536
60.00 290 0.750 0.218 20.754
72.00 390 1.360 0.530 21,284
76.00 200 1,170 0.234 21.518
80.00 160 0.780 0,125 21,643
84.00 190 0,630 0,120 21.763
26.00 220 0,900 0.198 21.961
100,00 130 1.070 0,139 22,100
~™.104,00 150 0,640 0,096 22.196
108.00 120 0.540 0,065 22.261
120.00 260 0.470 0,122 22.383

dats 19 from 1 to 19

r = 0.9916

ke(ren)s= -0.,0417 1/h

Td(ren)= 16,6092 h

uciz20) = 22,383 mg

U(120) = 149.219 % of dose administered

AUC = 2257.3% mdgXhy Ares Under cum.amount Curve

MTauc = 67,08 h

ARC = 428,60 mdgXhi Ares RBetweenrn cum.amount zrnd cum.am. Curve
MTabe = 22.69 h

TABLE NO.:! 79
12-20-89 ke
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concentration

39

25

20

1S

1%

amount cum. amount
Lug/ml] 38 | [mg] 30 Lmg]
25 |} 25
20 20
i5 15
10 10
5 N S
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Figure No.: 79
Renal elimination of Triclosan - glucuronide following p.o.
administration of 1S5 mg Triclosan, multiple dose, steady state.

Sub ject No.

: 639 = {2



Remal eliminmstion

& Sub.Ject No.! 766 = 13
Elimination of Triclosanm - g#lucuronide
Ilose administered! 15 md Triclosans r.0.» multirle doser steaduy state.
time volume cormcentr. amount cum, amount
Chi Cmld Cusg/mll Cms=d Cmgl]
4,00 110 7.240 0.796 0.796
8,00 300 13.220 3.966 4,762
12.00 690 6.270 4,326 9.089
24,00 790 S5.720 4,519 13.4608
28.00 115 4,320 0,497 14,104
32.00 160 1.503 0.240 14,345
36.00 470 1.030 €.484 14.829
48,00 350 1.490 0.522 15,350
52.00 210 1.270 0.267 15,617
56.00 180 0.660 0,119 15,736
60.00 220 0.170 0.037 15,773
72.00 500 0.410 0.205 15.978
76.00 520 0.520 0.270 16.249%
80,00 270 0.144 0.044 16,293
84,00 470 0,020 0.009 16.302
26.00 520 0.020 0.010 16.313
MWNIOO.OO 178 0,121 0.021 16.334
£ 7104.,00 180 0.117 0,021 16.355
.08.00 350 0.050 0.018 16.372
data 18 from 1 to 18
T = 0.98%90
be(ren)= -0,0620 1/h
Tg(ren)= 11,1887 h
U108y = 16,372 ms .
U¢108) = 109.150 X of dose administered
AUC = 1493.05 mgXhi Area Under cum.amount Curve
MTauc = 61.04 h :
ARC = 275.18 mgXhi Areaz Between cum.amount and cum.am. Curve
MTabe = 15.81 h ‘
TABLE NO.: 80
12-20-89 ke
Pl
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Figure No.:

30 68 90

cum .,
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128 [h]

amount

Cmgl

"

30 60 99 120 Chl

Renal elimination of Triclesan — glucuronide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subject No. : 766 = {3

-



Rermal elimination

Subdect No.! 948 = 14

e
Elimination of Triclosan - dglucuronide
Ilose administered:! 15 md Triclosanr F.o0.» multirle doses steady state.
time volume conrncentr. amount cum. amount
Chl Eml3 Lug/mll Emel Lmegl
4,00 810 3.320 2.689 2.689
8.00 770 7.770 5.983 8.672
12.00 470 6.320 2.970 11.643
24,00 240 3,650 3.431 15.074
28.00 120 1.550 0.1864 15,260
32,00 800 0.530 0.424 15,684
36.00 1250 0.160 0.200 15.884
48,00 890 Q.9230 0.828 16.711
§52.00 290 0.290 0.287 16,998
56.00 700 0,330 0.231 17.229
60.00 740 0.230 0.170 17.400
72.00 S35 0.610 0.326 17.726
76.00 80 1,010 0.081 17.807
80.00 180 0.270 0.049 17.885
84.00 820 0,120 0.098 17.954
96.00 740 0,080 0.059 18,013
100,00 770 0.030 0.023 18.036
104,00 560 0.006 0.003 18.039
A~ 108,00 740 0.010 0.007 18.047
data 18 from 1 to 18
T = 0.9745
kel(ren)= -0.0668 1/h
Td(ren)= 10.3734 h
uiiog) = 18,047 nmg
U{108) = 120,311 % of dose asdministered
AUC = 1672.39 mgXxhi Ares Under cum.amount Curve
MTaue = 60,09 h
ARC = 276.65 mgXhi Ares Between cum.amount and cum.am. Curve
MTabe = 17.19 h
TABLE NO.: 81
12-20-89 he
;m‘,
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concentration
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16
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Figure No.: 81

amount

32 68 S0 120 [hl

cum,
Lug/mi] Lmg]
20 20
16 16
12 12
8 8
4 4

amount

Cmgl

30 6@ 9@ 120 Chl

Renal elimination of Triclosan - glucuronide following p.o.
administration of 1S mg Triclosan, multiple dose, steady stata.

Subject No. : 948 = {4



Renal elimination

o SubJect No.: 1131 = 15
/ Elimination of Triclosarn - dlucuronide

llose administered?! 15 mg Triclosans r.0.» multirle doser steady state.

time volume concentr, amount cum. smount
Lhl Lmld Cug/mll Cms]d Lme=l
4,00 400 3.970 1.588 1.588
8.00 720 4,330 3,118 4,706
12.00 410 7.+.240 2.968 7.474
24,00 8920 6530 3,396 11.070
28.00 170 4,555 0,774 11.844
32.00 260 3.265 0.849 12,693
346,00 B30 0.800 0.664 13,357
48.00 630 1.110 0,699 14,056
52.00 70 2.300 0.161 14.217
56.00 200 1.380 0.276 14,493
60,00 260 1.010 0.263 14,756
72,00 800 0,420 0,336 15.092
76.00 210 0,439 0,092 15.184
80.00 150 0.660 0.099 15.283
84,00 270 0.370 0.100 15,383
26,00 750 0.140 0.105 15.488
100.00 39 0.660 0.026 15.514
104,00 240 0.320 0.077 15.5990
o~ 108,00 520 0.060 0.031 15,622
B 120,00 725 0.065 0.047 15.66%

data 19 from 1 to 19

™ = 0.9931

ke(rer)= ~-0.0487 1/h

Td(ren)= 14,2366 h

U120y = 15,669 md

U(120) = 104,458 7 of dose sdministered

AUC = 155B.43 mdgkhi Arez Under cum.amount Curve

MTaue = 68.20 h :

ARC = 321,82 wmgXh? Ares Retween cum.smount and cum.am. Curve
MTabe = 20.30 h

TARLE NO.? 82
12-20-89 ke

833
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concentration amount cum,
17.5, Cug/mi] 17.5. [mgl 17.5
15 15 15
12.5 12.5 12.5
10 18 10
7.5 7.5 7.5
5 5 5
2.5 2.5 & 2.5
30 60 99 120 Chl 32 68 98 120 Ch1l
Figure No.: 82

amount

Lmgl

38 62 93 120 Chl

Renal elimination of Triclosan -~ glucuronide following p.o.
administration of 1S mg Triclosan, multiple dose, steady state.

Subject No.

1131 = IS



Remal elimination

SubJect No.t 1147 = 146
Elimination of Triclosan — glucuronide

Dlose administered:! 15 mg Triclosany ».0.r multirle dosers stesdy state..

time volume concentr. amount cum. amount
Lhl Cmll Cug/mll Cm=gl Cmgl
4,00 120 22.870 ‘2.744 2.744
8.00 150 24,4560 3.669 6.413
12,00 S10 7.170 3.657 10.070
24,00 1250 2.483 3.104 13.174
28.00 130 6.248 0.812 13.986
32.00 180 4,070 0.733 14,719
36.00 35 1.850 ) 0.065 14,783
48,00 S10 0.720 0,367 15,151
52.00 860 0,390 0.335 15.4846
S56.00 700 0.280 0.196 15.682
60.00 770 0.140 0,108 15,790
72.00 840 0.180 0,151 15.941
76.00 1185 0.080 0.0%95 16.036
80,00 470 0.133 C.063 16.098
84.00 840 0.030 0.025 16.124
96.00 1410 0.060 0,085 16,208
100.00 160 0.280 0,045 16.253
104,00 320 0.010 0.003 16,256
108.00 1080 0.010 0.011 16.267
120,00 1400 0.020 0.028 16.29%

data 19 from 1 to 19

r = 0.9935

kel(ren)= -0.05435 1/h

Td({ren)= 12,7113 h

Ue120) = 16,295 mg

U(120) = 108.633 7% of dose administered

AUC = 1700.52 mgxhié Area Under cum.amount Curve

MTaue = 66.45 h

ARC = 254,87 msEXhi Ares Hetween cum.amournt and cum.am. Curve
MTabe = 16.95 h , ‘

TAEBLE NO.: 83
12-20-89 ke

835
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30 60 88 128 Ch]

Figure No.: 83

36 6@ 98 120 [h]

concentration amount cum.
25 Lug/ml] 25 {mgl 25
20 20 20
115 1S 1S
11" 1% 10
5 1) 5
M A

amount

Cmgd

30 60 99 128 Chl

Renal elimination of Triclosan ~ glucuronide following p.o.
adninlistration of 1S mg Triclosan, multiple dose, steady state.

Subject No. : 1147 = 16



Rernal elimination

SubJdect No.! 1161 = 17
Elimination of Triclosan - dglucuronide

Dose administered! 13 mg Triclosans r.0.r multirle doser steady state..

time volume concentr. amount cum. amount
thl Lml3d Cug/mll Emgl Cmal
4,00 i70 8.510 1,447 1.447
8,00 430 8.040 3.457 4.904
12.00 440 6,130 2.820 7724
24,00 810 3.850 3,119 10.842
28.00 120 4,950 0,594 11.436
32.00 310 1,400 0.434 11.870
36.00 330 0.708 0.234 12,104
48,00 520 0.670 0,348 12,452
52.00 200 0.810 0.162 12.614
56.00 140 0.480 0.067 2.681
60.00 210 0.460 0.097 12.778
72.00 365 0.440 0.161 12,939
76,00 120 0.420 0,050 12.989
80,00 200 0.197 0.03%9 13.028
84,00 220 0.168 0.037 13.065
26,00 320 0.170 0.054 13,120
100.00 170 0.130 0.022 13.142
104,00 320 0.130 0,042 13.184
108.00 450 0.030 0.014 13.197
120,00 380 0.020 0.008 13.205

datas 19 from 1 to 19

r = 0.2784

vel(ren)= ~-0.0565 1/h

Tg(ren)= 12,2711 h

Uei20) = 13,205 md

U120y = 88,033 7% of dose administered

AUC = 1374.18 mgXhi Ares Under cum.amount Curve

MTaue = 66.68 h

ABC = 210,41 mgXhi Aresa Between cum.smount and cum.am. Curve
MTabe = 16.36 h

TAEBLE NO.! B84
12-20-89 ke

380 837
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conceantration

15
12.5
1%
7.5
S

2.5

Lug/ml]

—_

32 62 90

Figure No.: 84

amount

15
12.5

10

2.5

128 Chl

r

Lmgl

M‘-A NP s

cum.,

15
12.5

1%

2.5

30 60 90 120 [hl

amount

Lmgl

_—y

380 60 808 {120 Chl

Renal eliminatton of Triclosan — glucureonide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Sub ject No. : 1161 = {7



Renmal elimination

Subdect No.! 1239 = 18
Elimination of Triclosarn - dlucuronide

Dose administered! 15 mg Triclosans P.o.s multirle doser steadu state.

time volume concentr. amount cum, smount
Ch Eml3 Cug/ml3d Emgl Cmgd
4,00 170 19.280 3.278 3.278
8.00 250 7+570 1.893 5.170
12,00 210 5,630 1,182 6.352
24.00 1050 S.650 5.933 12,285
28,00 120 6.870 0.824 13.109
32,00 260 3.240 0.842 13,9582
36,00 240 2.760 0.6462 14,614
48,00 660 1.740 1.148 15.763
52,00 140 3.210 0,449 16,212
56.00 270 2.4620 0.707 16.919
460,00 1130 0.740 0.836 17.7%86
72.00 450 2,220 0.999 18,755
76.00 160 2,480 0.3%97 1?.151
80.00 220 1.279 G,282 19.433
84.00 150 1.250 0,188 19.620
26.00 280 1.480 0.414 20.035
100.00 180 1.157 0.208 20,243
104.00 230 0,640 0.147 20.390
108.00 22 0.430 0.095 20,485
120,00 480 0.550 0,264 20.749

datae 19 from 1 to 19

r = 00,9882

ke(ren)= -0.0377 1i/h

Td({ren)= 18.3782 h

U120y = 20,749 meg

U(120) = 138.324 % of dose sdministered

AUC = 1881.23 mgxhi Ares Under cum.azmount Curve

MTaue = 70.88 h

ARC = 608.61 mgXhi Areaz Fetween cum.amourmt 3nd cum.am. LCurve
HMTaebe = 27.30 h

TAEBLE NO.$! 85
12-20-89 ke

839
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Figure No.:

32 68 98 120 Chl

85

33 60 80 128 [h]

r

amount

Lmgl

32 6@ 98 120 [hl

Renal elimination of Triclosan ~ glucuronide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Sub jact No.

1238 = 18



Renal elimination

Subdect No.! 1306 = 19
Elimirnation of Triclosan - dlucuronide

liose administered: 15 mg Triclosans r.0,y multirle doser steadg state.

time volume concentr. amount cum, smount
Lhi Tml3 Lug/ml] Cmetl Cmgl
4,00 Q0 21.050 1.895 1.895
8.00 290 17.410 S5.049 6.943
12,00 150 ?2.520 1,428 8.371
24,00 850 3.840 3+264 11.635
28.00 100 2,494 0.249 11.885
32.00 410 0.4699 0.287 2.171
346.00 200 0.542 0,108 12,280
48,00 820 0,470 0.385 12,665
92.00 210 0.450 0.095 2,760
56.00 210 0,420 0.088 12.848
60.00 260 0,230 0.060 2.908
80.00 210 0.167 0,035 2.943
84,00 120 0,197 0.024 12.966
946,00 420 0,137 ¢.058 13.024
100.00 240 0.100 0,024 132.048
104,00 140 0.080 0,011 13.059

data 15 from 1 to 15

r = 0.9813

el(ren)= ~-0,0603 1/h

Td{ren)= 11,4971 h

U(104) = 13.059 ms=

Ucio4) = 87.061 7 of dose administered

AUC = 1190.06 mgXhi Ares Under cum.amount Curve

MTaue = 57.45 h

ARC = 168,09 megxhi Area Betweern cum.amount and cum.sme. Curve
MTabe = 13.44 h

TABLE NO.:! 86
2-20-89 ke

841
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concantration

25
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38 6@ 98 128 Chl

Figure No.: 86

o

30 6@ 90 128 [h]l

amount cum,
Lug/ml] 25 Lmg] 25
20 20
1S 15
11" 1°]
5 5

r

amount

Cmgl

» —d

36 62 90 120 [hl

Renal elimination of Triclosan - glucuronide following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subjaect No. : 1386 = {9



Renal elimination

SubJect No.! 547 = 1

Elimination of Triclosan - sulshate

Dlose administered?! 15 mdg Triclosany r.0.r multirle doser stesdy state.

time volume concentr, amount cum. amount

Lhl Cml] Lug/ml] Cmal Cmgl

4,00 105 3.730 0.392 0.392

8.00 410 1.980 0.812 1.203
12,00 390 0.160 ) 0.062 1.266
24,00 720 0.150 0,108 1.374
28,00 120 0.040 0.005 1.379

2.00 255 0.010 0,003 1.381
36.00 270 0.160 0.043 1,424
48,00 1010 0.010 0.010 1.435
52,00 20 0.030 0,003 1.437
546.00 350 0.100 0.035 1.472
60.00 260 0.050 0.013 1.485
72.00 400 0.030 0.018 1.503
76.00 150 0.030 0.0058 1.508
80.00 320 0.050 0.016 1.524
84.00 280 0.010 0.003 1.527

g 256.00 520 0.010 0,005 1.532
# 100,00 160 0.000 0.000 1.532

104.00 260 0.000 0.000 1.532
108.00 290 0.020 0.006 1.538
120.00 1000 0,010 0.010 1.548

datas 19 from 1 to 19

T = 0.9778

ke(renl= -0.,0369 1/h

Te(ren)s= 18,7904 n

U120y = 1.548 g

U120 = 10,317 7 of dose administered

AUC = 167.38 mgXhi Ares Under cum.smount Curve

MTaue = 64,30 h

ARC = 18.32 mgXh? Ares Retween cum.amount and cum.am. Curve

MTabe = 20.69 h

TAELE ND.: 87

12-20-89 ke

843
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87

Figure No.:

32 68 88 120 Ch] 38 60 98 120 Ch]

Renal elimination of Triclosan - sulphate following p.o.
administration of 15 mg Triclosan, multiple dose, steady statae.

Subjaect No. : 547 = {



Renal elimination

A SubJect No.! 591 = 2
Elimination of Triclosan - sulrhate

Iose administered! 15 mg Triclosans F.0.s multirle doses steadw state.

time volume corncentr., amount cum. amount
Lhl Cml3 Cug/mll Cmel Cmsgd
4,00 140 1.340 0.214 0.214
8.00 220 1.850 0.407 0.621
12.00 620 0.290 0.180 0.801
24,00 1130 0.080 0.090 0.892
28.00 70 0.030 0.002 0.8%94
32.00 145 0.070 0.010 0.904
36,00 280 0.270 0.076 0.979
48,00 14670 0.080 0,134 1,113
52.00 0 0.000 0.000 1,113
56.00 210 0,050 0.011 1.124
60,00 820 0,000 0.000 1.124
72,00 240 0.100 0.094 1.218
76,00 80 0.030 0.002 1.220
80.00 110 0.060 0.007 1.227
84,00 390 0.030 .02 1,238
26,00 860 0.010 0.009 1.247
100.00 80 0.030 0.002 1.249
104,00 1460 0.190 0.030 1.280
™ 108.00 430 0.010 0.004 1,284
120.00 800 0.030 0.024 1.308

data 19 from 1 to 19

r = 0.9860

kelren)= -0.0315 1/h

Td(ren)= 22.0049 h

ui20) = 1,308 me=

U{i120) = 8.720 % of dose administered

AUC = 126,39 mgxhi Area Under cum.zmount Curve

MTaue = 67.61 h

ARC = 30,56 mgkhi Ares Betweern cum.smount z2nd cum.sm. Curve
MTebe = 28.52 h !

TABLE NO.: 88
12-20-89 ke

845
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0.8
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Figure No.:

88

Lmgl

32 6@ g6

cum .

1.6

1.2

0.8

7

120 Lhl

omount

Lmgl

30 68 9@ 128 Chl

Renal eliminatlion of Triclosan -~ sulphate following p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subjact No.

: 591 = 2



Remnal elimination

Subdect No.t 760 = 3
Elimination of Triclosan - sulrhate

Ilose administered! 15 mg Triclosany r.0.y multirle doses steadus state.

time volume concentr. amount cum. amount
LChl Imll Cug/mll Cmgl Cmgl
4,00 28 1.290 - 0,036 0.034
8,00 660 0.760 0.502 0.538
12.00 500 0.610 0.305 0.843
24,00 390 0.660 0.257 1.100
28,00 310 0.440 0.136 1.237
32,00 230 0.910 0,209 1,446
36.00 770 0,030 0.023 1.469
48,00 520 0,440 0.239 1.708
52.00 240 0.270. 0.065 1.773
56.00 150 0,130 0.023 1.795
60,00 740 0.040 0.030 1.825
72.00 e30 0.010 0.009 1.834
76.00 220 0.060 0.013 1.848
80,00 120 0.130 0.016 1.863
84.00 200 0.000 0.000 1.863
26,00 640 0.020 0.013 1.876
100,00 90 0.060 0.005 1.881

datas 16 from 1 to 16

r = 0.9922

ke({ren)= -0.0609 1/h

Te(ren)= 11.3863 h

U100y = 1.881 m«

Udi100) = 12.542 % of dose administered

AUC = 146.05% mgxhi Ares Under cum.smount Curve

MTaue = 59.07 h

ARC = 42,08 mgXh? Area Between cum.smount and cum.azm. Curve
MTabe = 1B.53 h

TABLE NO.?: 89
12-20-8% ke
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32 66 90
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2

1.6

1.2

0.8

"

128 Chl

amount

Cmgl

A

30 6@ 98 128 [h1l

Renal elimination of Triclosan - sulphate following p.o.
administration of 1S mg Triclosan, multiple dose, steady state.

Sub ject No.

: 768 = 3



Rernal elimination

Subdect No.: 1280 = 7
Elimimstion of Triclosam -~ sulrhate
Iose administered! 135 mg Triclosans P.o.r multirle doses steady state.
time volume concentr. amount cum. amount
Chil Cml3 Cug/ml] Lmgl Cm=gl
4,00 190 0.790 "0.150 0.150
8,00 470 1.920 0.902 1.053
12.00 245 2,420 0.593 1.645
24,00 760 0.690 0.524 2.170
28,00 240 0.160 0.150 2,320
32,00 590 0.100 0,059 2.379
36,00 260 0,230 0.060 2,439
48,00 14460 0.030 0.044 2.483
52.00 240 0.040 0.010 2.492
S56.00 570 0.040 0.023 2+515
60.00 260 0.020 0.005 2.520
72,00 1210 0.020 0,024 2.545
76.00 180 0.0B0 0.014 2,859
80,00 230 0.030 0.007 2.9546
84,00 140 0.030 0.004 2.570
26,00 870 0,030 0.026 2,596
e 100,00 240 0.000 0.000 2,996
' 104,00 480 0.010 ,0.005 2,601
108.00 330 0.000 0.000 2.601
120.00 730 0.010 0,007 2.608
dats 19 from 1 to 19
T = 0.9852
ke{ren)= -0.0499 1/h
Tg(ren)= 13,8964 h
ue120) = 2.608 msg
Ue120) = 17.389 % of dose sdministered
AUC = 273,13 mgxhi Area Under cum.smount Curve
MTaue = 66.39 h
ARC = 392.87 mg%Xhi Area Retween cum.smournt and cum.am. Curve
MTabe = 14.21 h
TAERLE NO.! 90
12-20-89 ke
N
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90

Cmgl

32 60 90

cum,

3

2.5

1.5

8.5

120 Ch1l

amount

Cmgl

e

32 60 98 128 [hl

Renal elimination of Triclosan - sulphate following p.o.
administration of 15 mg Tricloson, multiple dose, steady stote.

Subject No.

1280 = 7



Remnal elimination

Subdect No.: 1282 = 8
Elimination of Triclosan - sulrhate

DIose administered! 13 mg Triclosans r.o0.» multirle doses steadw state,

time volume concentr. amount cum. amount
Lhl Cml3d Cug/ml] Cmgl Emgl
4,00 100 0.730 0,073 0.073
8.00 1920 2,330 0.443 0.516
12.00 230 0.240 0,055 0.571
24,00 610 0,160 0.098 0.669
28.00 130 0.740 0.096 0.765
32.00 150 0.360 0,054 0.819
346.00 210 0.150 0,032 0.850
48,00 630 0.140 0,088 0.938
2,00 170 0,030 0,008 0.943
$6.00 2535 0.060 0,015 0.959
60,00 450 0,000 0.000 0.959
72.00 610 0.010 0.006 0.965
76.00 180 0,000 0.000 0.965
80,00 230 0,020 0.009 0.969
84.00 250 0.010 0.003 0,972
?46.00 700 0.010 0.007 0.979
100,00 230 0.070 0.016 0.995
104.00 480 0.000 0.000 0.995
108.00 910 0.010 0.005 1.000
120.00 600 0.010 0.006 1.006

data 19 from 1 to 19

r = 0.9772

kel{ren)= -0.0405 1/h

Ta({ren)= 17,1335 h

U(120) = 1.006 ms

uiz20) = 6.708 - Z of dose sdministered

AUC = 101.26 mgxkh? Ares Under cum.amournt Curve

MTauc = 67.41 h

ABC = 19,49 mdgkhy Arez Between cum.amount and cum.sm. Curve
MTabe = 21.50 h

TAEBLE NO.: 91
12-20-8% ke

851
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Figure No.: 91

amount

Cmg]

2

30 60 88 128 Chl

Renal elimination of Triclosan ~ sulphate following p.o.
administration of 18 mg Triclosan, multiple dose, staady stata.

Sub jact No.

1282 = 8



Rernal elimination

! Subdect No.! 1355 = ¢
Elimination of Triclosanm ~ sulrhate
Iose administered:! 15 mg Triclosany rF.o.» multirle doser steaduy state..
time volume concentr. amount cum, amount
Chl Cmll] Cug/ml1] Cm=]d Cmel
4.00 180 1.740 0.313 0.313
8.00 360 0,840 0.302 0.61686
12,00 300 0.510 0,153 0.769
24,00 730 0.170 0.124 0.893
28.00 200 0.0%90 0.018 0.911
32.00 245 0.340 0.083 0.994
346,00 1460 0.060 0.010 1.004
48,00 800 0.040 0.032 1.0346
52,00 110 0.040 0.004 1.040
56.00 480 0.010 0.005 1.045
60,00 360 0.110 0.040 1.084
72.00 940 0.040 0.038 1.122
76.00 140 0.060 0.008 1.130
80.00 170 ¢.010 0.002 1.132
84,00 260 0.240 0.062 1.195
?6.00 200 0,007 0.006 1.201
100.00 150 0.040 0.006 1.207
. 104,00 470 0.000 0.000 1.207
’ 108.00 £30 0.000 . 0.000 1,207
120.00 610 0,020 0.012 1.219
date 19 from 1 to 19
r = 0.9653
ke(ren)= -0.03920 1/h
Td(rer)= 17.7506 h
uei20) = 1.219 mg
Uuci20) = 8,127 ¥ of dose sdministered
AUC = 121.76 mgxhi Ares Under cum.amount Curve
MTaue = 66.78 h
ARC = 24.52 mgxhi Areas Betweern cum.zmount a2nd cum.am. Curve
MTabe = 26.34 h
TABLE NO.: 92
12-20~8%9 ke
o
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Renal elimination of Triclosan - suiphate following p.o.
administration of 15 mg Tricloson, multiple dose, steady stata.

Sub jact No.



Renal elimination

Subdect No.! 1399 = 10
Elimination of Triclosan - sulghate

Dose administered! 15 mg Triclosanr p.0.r multirle doser steady state.

time volume concentr. amount cume. amount
Chl [mll Cog/mll Im=gl Cmgl
4,00 &0 2,820 "0.149 0.169
8.00 150 0.250 0.038 0.207
12.00 240 C.410 0.098 0,305
24.00 590 0.010 0.006 0,311
28.00 1460 1.030 0.165 0.476
32,00 225 0.220 0.050 0.3928
36,00 170 0.030 0.00%5 0.530
48,00 370 0.180 0.067 C.597
52,00 &0 0.110 0.007 0.604
56,00 330 0.020 0.007 0.610
60.00 310 0.020 0.006 0.616
72.00 S40 0.020 0.011 0.627
76.00 180 0.160 0.029 0.658
80,00 190 0.030 0.006 0.662
84,00 170 0.040 0.007 0,668
96,00 840 0.030 0.0295 0.494
100.00 280 0.020 0,006 0.4699
104.00 280 0.010 0.003 0.702
108.00 350 0,010 0.004 0.706
120.00 1020 0.010 0.010 0.716

data 19 from 1 to 19

r = 0.9837

kel(rer)= -0.,0358 1/h

Td(ren)= 12.3840 h

u¢i120) = 0.716 ms=

U¢i120) = 4,772 7 of dose administered

AUC = 65.97 mgXhi Area Under cum.amount Curve

MTaue = $69.81 h

AERC = 19.92 mgkhi Arez HBetween cum.smount amd cum.sm. Curve
MTabe = 27.81 h

TABLE NO.:! 93
12~-20-89 ke
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Renal elimination of Triclosan ~ sulphate foilowing p.o.
administration of 15 mg Triclosan, multiple dose, steady state.

Subject No., : 1399 = 10



Rerial elimination

P . _
! Subdect No.!: 624 = i1
Elimination of Triclosan - sulshate
llose administered! 15 mg Triclosanr r.0.r multirle dosey steady state.
time volume concentr. amount cum. amount
Lhl [mll Cusg/ml] Cm=l Cms]
4.00 180 0.750 0,133 0.135
8,00 840 1.040 0.874 1,009
12.00 240 0.530 0.127 1.136
24,00 420 0.070 0.029 1,165
28.00 170 0,190 0.032 1.198
32,00 560 0.110 0,062 1,259
36,00 S50 0.080 0.044 1.303
48.00 640 0.140 0.0%90 1.393
52.00 390 0.010 0.004 1,397
56.00 380 0.050 0.019 1.416
60.00 780 0,120 0.094 1.509
72.00 440 0.060 0.026 1.536
76.00 30 0.020 0.011 1.546
80.00 210 0.000 0.000 1.546
84.00 590 0.010 0.006 1,552
96.00 670 0.010 0.007 1.859
100.00 440 0.030 0.014 1.573
= 104,00 200 0.040 0.008 1.981
108.00 1170 0.010 0.012 1.592
120.00 420 0.030 0.013 1.605
data 19 from 1 to 19
r = 0.9809%
ke(ren)= -0.0368 1/h
Tdl{ren)= 18,8351 h
Uei20) = 1.605 mg
Uuci120) = 10,699 X of dose sdministered
AUC = 162,22 mgXxh? Area Under cum.amount Curve
MTauc = $6.60 h
ABC = 30.37 mgXkhi Ares Betweern cum.amount and cum.sm. Curve
MTabe = 24,73 h
TARBLE NO.: 94
12-20-89 Lke
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